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(54) Title: SUGAR INTAKE-ABILITY ENHANCER 

(54)«8iia>**:*aiya*ffi«3ia 

, (57) Abstract: It is intended to provide a medicinal composition containing an HMG-CoA reductase inhibitor as the active ingredient 
which aims at: enhancing the ability to intake sugar into warm-blooded animal cells; treating diabetes; treating or preventing diabetic 
\ complications; treating or preventing diabetes or diabetic complications caused by insulin resistance syndrome, and so on. 
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mm 

JWSBtt, ia*fctt2att±OHMG-CoA«7C»*B»ffl«*»j«»iLT##r*, 
?ftjliift«IIBJ!S^©«U[0ii*1l6ii!l ; < >*'J >MTTCD»jllift»|||fi'\CD|(nRDj&*||it 

si ; «m Mane, mffi7F^^»iafiaBMom ; m we, » 

stii, isi^i, *>l<&, (tpuxis, we, # 

S& SAPS, S«feSl^fj) ®tt*£fctt?ft®fcfe®BaHft$4k ftsm:,. 

i msfefi 2 asuoHMG - c o AS5cff*fiMo^ft«aj^Hf«i?jii!^«.ajurtr4b 

BIIII^^SfcttttJSftR^O^*;*^^^ .W& ttiffifig, a ft*, 

BAMMED) ©f&SSfcttTO ; -f U >Seittlg«»tieHr*»RJfi, 115 

tti. b«iib^ &M*sm hb<\t. mmffi&mm. mmm, we, nm&, eflPt> 

6U*OTtpa**iBll, Sfc, iili:6lt«M4ftjili«t5til:J:0, jUHtofitft 

lijfbx^s. <>7. u >^tt©j**fcgHUT«R*#s»sirr*fc, -r >xu >©fMi 
#s^u-s-&, ms©^jMi»iiEtt, mmm, nmm^mmm^m^i^mc-r. tmwte, 
jus^u asm* ma^g, i&vmmm, ^t<«, isiiieojMfsiftti 

.W:tlTfe5 (Homko. C. J. S, Diabetes, 2003 ^, H52#, p. 487-491 ; Giannoukakis, 
X. 6, Biodrugs. 2002 £16#, p, 149-173). 
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(«mt^ iMiffiigw sfcraa*ioj:5a;4fiM*<D«*»a(Eg-c 

£5 £#*SftTV>£> (McVeigh, G. E. £>, Current Diabetes Reports, 2003^,JB3#, p. 87-92 ; 
Chaudhuri A. £>, Current Diabetes Reports, 2002 H 2 #, p. 305-310 ; Sorisky A. £, American 
Journal of Therapeutics. 2002 f|9#, p.516-521). U 

t££€31£-&3n£;o<*nS>ftTV>5 (Vazquez, M. '5, Methods & Findings in Experimental & 
Clinical Pharmacology, 2002 ^, % 24 p. 513-523), LfcAbT, -f >*'J >0fltt#fc:f£ 
JBT£ Hi fcJ: ?K >7, U >^tt**#U,*?l!!^fc*^5«moa*il6*»!fir*SSSItt, 

JM*fWB*wTCfc*«*D&nW*tf« mX.\t. Zhang, B. 6, Science, 1999 ^, $ 284 «, 
p. 974-977; Merrill, G. F. S, American Journal of Physiology -Endocrinology and Metabolism, 
1997 ^, H 273 #, p.E1107-E1112<£), HMG-C o Afi^Mll^|^fljiLft4bm^CDff' 

HMG-CoA ( 3 - k r* 3 -*5-)W)V9 Co A) MjtWH&E&Wte* ffilt 

jkfemmMtbT&<%\ionx^2> minis kbhmwii 4346227 -999m*). w?>mt. 

V>£ (flIAfif, MacMahon, S. S, Circulation, 1998 ^, fg97#, p. 1784-1790 ; Shepherd, J. 
<o, Lancet, 2002 ^ 360 ^, p. 1623-1630 ; Freeman, D. J. 6, Circulation, 2001 3?, fg 
mm, p. 357-362 

L^Lfc^S, HMG-C o A87ctf*||«F*flftt, ttlgJA, ffibm. Kttt&F£. fc t < tt, • 
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#B9!#&tt» hmg-c'o A»5c»*ia*»i*«, wMtow&^to&nitmLQ&frtemnt 
m&tsu mm^mm^o^Ki^mmm -r >xu >#«T?©ajMfirt&«iis^©«Bi 

tfflUft. K«i^, ffi«ft^Kfe«i£M^O?&^;i»^^#fie GMK& 
8K&B?&ttflUft,' ftjfiL$& EMft£F£; WSH. fclXtt, (tH0t& 

ra, mm, eft*, iii^i^w o^*fctt^w©"fc»©isa«iij««iibT#fflT 
ia*fctt2att±oHMG-coAas»*fi«w**3aj«»i:bT^*r*, 

Sft ; «m ftjftM. W*t6^*fc««SWifllJ«©?ft* ; *sy»£#£ GMK& # 
SSe, art», ja»Ut£A€$tt) ©»*£fctt* 18 ; Sit*, -f U >iatttt&«#l;:SH 

i 2 8eu©hmg - c o Aj»%»*ia*ffl©*^ft*^»«fcS4r«. v iajflLWi«te 

fflK^©tt3M&»ffiJMlft;'r 'J >«TT©ffljfii»*i!fflllfi^©»»Dii*tii«!i;*Sifl», 

ffMie/m«i?^&^i^mii«©M;ffM^^ wie, &pm* 

IIS. ttJKtfiWB, 'fcl,<tt, MSJft&ftffi (ffiKfe Wife SrtML 

(1) i«sfctt2aa±©HMG-cb A«7c»*EM«^j^fcbT^*r*ajii»« 

(2) llsfcS2 i«±OHMG- C o Afi7cB*BM«*%&&& ■ tT**f*< U 
>»«TT©ajlil»*ifflJIS^©»WDa*tlilM©fe»©Ea^rii'!fc, 

(3) HMG-CoAa7£SI*E«W*«, 7*7 A***?^-, PAX^X -»/t^^?>, 7 
;M*^>\ t'J/U^?X 7hMX9&>* fcf^AX^X £cktf» ox/U^f> 

*>6&*i»j:DajR*ti*««iT»« (i) (2) (Dmmmm, 

(4) HMG-CoA«7C«i#E«W*«, *JWt©HMG-CoA«7C**E»3a , T** (1) 
*.1t\t (2) ©BX&A<MK 
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(5) HMG-C'oAM**Bft*l#. 75rt*2*>&£ZfuzJW7->i!fiibtiZ>m£Q 

s^sns^jTS* a>"*fctt (2) ©ehhl&kk 

(6) HMG-CoAl^lMW y^/U^^VTS^ (1) (2) ©EI&£flj& 

(7) 77A7*^X nA*X^^>, ^^N'X^^X ..7MX9?>, *^>, 7 

(8) 77A'7^^X D/tX^X -»A'7^>, 7JWt**f- >, -feUMX^X 7 

s^^fai onune« we, w a« a»jwi^js*$tr) t<ttTO©fc8&oEs 

(9) 1 3t£fctt 2 ffi£U'©#»£©HMG - C o Aai5c»*E««*^^fc LT^T 5, 

(i o) im^rz\i2m^±<D7^m^HMG- c o A^mmmmMt:^mti-x^r 

a»flR****tf) ©»*fe><tt¥i»©fe»©E*aariG*, 
»s»j:DaR*n*^T*4 .(9> sfctt (i o).©Kimj««;-' 

(1 2) *»tt©HMG-CoAa5c*#E«fll*«, :/5/X**?>T*S (9) Sfctt (1 0) 

(i 3)ifflSfctt2a^±©kMG^c^Aj^BE*ia*M©^fi*ffljiii»*cfi^r5a ' 

Jfii8»««IBJIS^©«S3lDji*ffii«SS©fc»©^te, 

(14) iaKfc«2«£i±©HMG-coAj^»«ii§«©w^a*ajiii»%fcia4«-f 
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(15) HMG-C o Ajt7G»*E*W*«, y7/U^f>, □A7,^5 1 >, -»A*7.:5^>, 
7;WU*3 1 >, t'J/U^fX 7h)MZ??>\ \Z9KZ#?> S D7/U^f 
>-frSfcSS¥«kD8&aft*8Sirr&S (13) Sfctt (14) com 

(1 6) HMG-CoA«5B»*B«W«, *»tt©HMG-C o A&7GtfftB*Xf?%« (1 
3) (1 4) ©£&, . 

(i 7) hmg-c oAMTzmmmmw, 7yAZ?7>&£L<UZrtZ??->frt>teZ>m& 

mftznznmy&z (i3) (i4) ©m 

(18) HMG-C 0Aja7C»*IB*«*«, 7*/t*>^>T*« (1 3) Sfcte (14) ©# 

(19) y7/U^fX D/U^f>, ~>>A*X:?9^\ 7)WU^f>, t'J/U^fX 

7 wi<A7 > *^>, tr^Ax^x nxA^^^sftss^Da^sns iss 
mmmm* mmm&mm mm&* me, mvmAtttts) 
(2 0) y7/u^f>, n/u^f>, -»yu^?>, 7)\,nw?>s -feUAx^y, 

©m 

(2 i) i«*fci*2«»±©*»tt©HMG-c oA«7c»S58a#?w©*jas*jajfii»#fcia! 

'KSe, me, ttffisE, SW^SS^tr) ©tt*«bl/<ttTO©fc»©^. 

(2 2) lfflSfctt2a^±©*»tt©HMG-C o Aa^»*E^©^4*fijfe»*tK 

'©»*; <>xu>^tt«emt:iBB-r««jRiR'frm (mug, me. wesi, a 
«ipM**o>_©»«fcL <«*»©&©©*», 

(2 3)*J(M4©HMG-CoAJl7Ci*fi»?W*t, 7^AX*?>££i;nXAX*?->fr S 
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fc*S¥«k0»ft3tt5SBRJT&« (2 1) &1t\t (2 2) ©£&, 
(2 4) 7jc«OHMG- C o AmyiBmRmW. ^7/U.*f>tS« (2 1) *fctt (2 
2) ©£&U Sfctt, 

(2 5) ajfo»ft*«fchT** (13)/75S <2 4)-©Vvfnfr©#fcT*5. 
■*58W©*»J5£»fl;^«T**HMG-C o A«7n*#|fiftWtt,HMG-C oA&7gVXIEI 

*fp«ft«Tfls'&*T*.ntf;'4»s»jStt3te<, WAtf, #5fBs 57-2240 (^®#mi$ 

4346227 ^TO, #18Bg 57-163374 OKBttM 4231938 499Mt). «pH« 56-122375 

*^K_ (*H4*flFJB 4444784 ^§iffl§), ftRBB 60-500015 (fcfflftflSS 4739073 

*)> &Hfi¥ 1-216974 ^HftMSS 5006530 ^Bjjjffl^), $H¥ '3-H967 ($ED4t 

ttH 5278996 1-279866 GKBIttWFfg 5854259 TOtffg 5856336 

#), Sfctt, ttR¥ 5-1 78841 .(*EDttlf)ll 5260440 ?9!m) fclBfcSftfc, HMG — 

"C£D#, ffat'tt, T^AX^X D/W^f>, *s>rtZf9->* 7)WN*7,^5 1 >, -fe U 

*»W©^fi!^^*T»*HMG-CoA^»#E«WlC*V»T, 79KZ.9?->* u 
;Vt*>^*'©±3&#»tt©HMG-C oA^WfcEififltt, fffcT**. JMSWfcfcVi' 
T, *SMtOHMG-C o A3S7C»*E*»ltt, U >6*jBM (pH7. 0 75^ 8. 0, <ffjifctt, pH7. 0 ■ 
71S7.5, *0fflP»Ctt; PH7.0) £ 1 -*^>y-^©MTattUfc»E#R©*Hfc [log (1 
-^^^y-M©TO^®fl^/Mra©raW^)] tfl.OBTF (ffWctt, 0.5& 
T, &mm\Z\t, O.O^T) Tfc3HMG-CoASK»Xll#fflT2&S (McTaggart, F. 6, 
The American Journal of Cardiology, 2001 £ 87 p. 28B-32B ; Chapman, M. J. £>, 
Atherosclerosis Supplements,' 2002 ^, p. 33-37 ; Shimada, Y. <o, Progress inMedicine, 1998 
Jftl8#. p.957-962), ±E£E«*tt, [Partition coefficient (n-octanol /water), 
0ECD guidelines for testing of chemicals, Section 1, physical chemical properties, Paris, 
1981^, p. 107, ; Shimada, Y. £>, Progress inMedicine, 1998 5s §§18#, p. 957-962] 

tt-tntqiufc^jstio; mists . 
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viT, 7?rtz*?->mmmt, #hsbs 57-2240^11 mmmmmmmmmm) fcta 
m^tifc,HMG-co a ja7c»*ia Wffi £ § s ft «-t n s ©*s±wf« $n«i 

fcKttx^^Tfc'D, o^;U^f>0^li, 5-178841 (*BB4*flF* 

5260440 -^-Hj^fflS) tB*an&, ■HMG-coAa7c**Eiffpffl**r*'ns^«sfctt*n 

T^AT^^Mi, 57-2240 (KBttft* 4345227 KEIftSttfc, 

(+)-(3R, 5R)-3, 5-5? k Fn*->-7-[(lS. 2S, 6S, 8S, 8aR)-6-t Hn+S/^-^^I^-S-CCS)-!-^^ 
;>7> U 2, 6, 7, 8, 8a-^*U"k H 0-1-^7^] >1?T£ D , -t®a&g±W 

nA7*;f #F»IBS 57-163374 (*H4*ffJg 4231938 KIBftenfc, 

(+)-<lS, 3R, 7S, 8S, 8aR)-l, 2, 3, 7, 8, 8a-^\^-y-h K.n-3, 7-5 ? *5\)l/-8-[2-[(2R, 4R)-x h 7 k K 
P-4-k HDt 5-6-:** V -2H- H 7 >-2--f .HO X?\>1<] -l-> 7 3^ (S) -2- ;* ?)i> Zf* V - h 

56-122375 #&$g ( * B 4$ W HI 4444784 * BJ Sffl * ) fc 15 ft $ fl fc , 
(+)- (IS, 3R, 7S, 8S, 8aR) -1, 2, 3, 7, 8, Sa-^if k H P-3, 7-5?* [2- [ (2R, 4R) -x h 5 k H 
P-4-k h*a^r>>-6-^^7-2H-k5>-2-r;i/]X5 1 ;i/]-l-^75 1 ;P 2,2-5?*5 ; ;l'7*^U'-h 

60-500015 ft'xlim Wmftftm 4739073 9ggf|l|ft) fctafcjSttfc, (±)-(3R*,5S\6E)-7-[3-(4- 

7Md7i x;w -1- a-* ^x?;io -ih— f > H-;W2-< -3, 5- 5? k h* □ * ->-6- a 7t- 
>ktso, *©»s±!fgans&fcixisxX7\>u -his 7;w\** ^ h 

yfAfiS) -fcO/tX*?>tt, <&M¥ 1-216974 (^H#tf^ 5006530 ^ 

BJ*ffl#) fctBttSttfc, (3R, 5S, 6E)-7-[4-(4-7;^D7xx;W-2, 6-5M1-* 9^X3^1') -S- 
* h*5^?^ky 5*>-3--f;K]-3, 5-5?k HO*5/-6-^7>>fifcT&D,*®*ia±tt*Stt 

/U^f>«, #M¥ 3-58967 (fcffl&fMR 5273995 591*19*) fcMSftfc, 

(3R. 5S) -7- [2- (4-7Mn7i x)W -5- 3^X3^10 -3-7 i^JH- 7 x Xfc 7 5 y * 

^-Jl/-lH-kn-;i/-w;W-3,5-5?k K 0*5/^7** >Kt&D, *o*a±flF#*h*tt*) 
KfiX7f.H' (fBAtf, ±f27h;WN*7^5 1 >0 1/2^;i/>'7A^) ftftfTTS. k^A* 
7^^>tt, fflNW 1-279866 (*BttflMB 58542S9 TOl^H 5856336 
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Sftfc, (E)-3,5-yth'D^>-7-[4' -(4" -7MD7i-;W-2' ->7 D^n tTJ^/ U > 

-3' -f;w-6-^yT->aT*D, -?-o^Ji±i^$n^ ! bL,<«x^7 i ;i/ Jbtetr 

*/tX*?>©l/2*;H/£Att*> OXA*^^?>fi, ftH¥ 5-17884H*&- 
IB (JfeHftflFft 5260440 -fciEtti&ttfc, (+)-(3R, 5S)-7-[4-(4-7;^D7x-;W-6- 

-f 7 7* n tf;i/-2- ^;WN-* * >*ji/*x;i/7 5 J ) tf U 5 -7 >-5--r ;w -3, 5-7 kh*o^> 
-6(E)-^7 , x>MTSD, *©^±!fg3ftsateb<ttx;*x;i> (01*. «, ±ElWtt* 
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COOH 
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•COOH 



±12 HM G - C o A ji7C^^IS*SiJ©7Kf m fc,#»9!©HMG-Co AB^MBSftl 

*»9iO*»J«»T*ftHMG-CoAa^#*B*JMtt/^ttO*i* [MxJf, ft&BBS 
57-2240 ^« 4846227 ^68 57-163374^^ (3feH4*MrSg 4231936 

^W«B«). ®MW 56-122375 #&*8 (#B#fffg 4444784 , if^ug 60-500015 

(*B4*W* 4739073 nmm). #M¥ 1-216974 -94MB <*H*MNFJS 5006530 TOfflf), # 
B¥ 3-58967 GfcBttftJI! 5273995 4*B¥ 1-279866 #&fg (ftB^fFfg 5854259 

mm 5856336 *Hm) v ttH¥ 5-178841 (fcHttttfl* 5260440 *9§«») »] Sfc 
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&mL mihv<\mttM®<D$mtvx, imnmz mmz\t. spwo &*tzz.t 

ztitnmift* MMM> U£M> AWN, ?WRM, SMbSfl, fifii «S*«I^J, WRSI, 

±IEO«jgSJo{IS'&«' ; ; #U K=^t:ny K> ; fcfctt, #U 

£AcD«k3fc*T-7y >@fe&JB«: nn-f h*->y# ; b?-#A, tf4u+>Qji5ts.yytrzM\ 
mm ; ^'J n-jl< ; DL D-f -» ; 79\£>WLOJ:5ttl3)M>mM l ftJR#SE± h 

U £ A © J; i> h U £Aig ; mmi- h U £A©ck 5 ftSWft ; 7^ u';m«bm- > U 
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fjm;^nn^;-jK 'OSW^ra-jk 7xx;i/x^;K7;i'3-;i'©J:3fc7;i':3- 
;i^;ifcfc'Oiftlox7A; 7x/-;u, *uy-;i>©£5fc7xy-;i'&; ?*o-y-- 

WR8H4, fllfctf, x*/-;k 7akri/>^un-;K xh4 i '>{b<77T-7'J;i'7;i' 

lEJSfcOTPlO. lag (fftltett, 0. 5 as), ±PI1 0 0 0mg (flWfctt, 5 0 Omg) ft, 
#ttnttft#©»£fctt,. lUMSfcOTPlO. 0 lng'(ff»ctt, .0. 0 5mg), _hPil 0 Omg 
(SHltett, 5 Omg) ft, j&AfcttLT, 1 BSfc'D 1753 6 0, fiiRC^CTaWSCtiJ 

*»WO*3»J*»T**HMG-CoAa5EH*E»3!Bltt, UMftttMCffXl::)*, UK 

worn-*) stba**i«!i^ft*u, tfiHWctt, »ifiL»<8&©i6ifr 

mwm. we, nmfe, sfw, sniRMft^tt) coMstttf » ; 

m;ffimm&&m (upas, we, #*he, a aw, sswgsJSft^tr) ©M^fcafK ; < 
&s'4>zv>tffi&&mt\zm&?*&mm&mE. (mmm, we, msg, eAK,'w 
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(&KS091) UHD^^m (in vitro) 
(1) fil|j&«& 

MWttflliJK#3T3-Ll& American Type Culture Collection (ATCC) J: VMAVtz, 3T3-L1 
*3 7-y>3-h«iabfc24^V— M:f|t, ^a^iCfiSsTMl (DMEM, 25mM 
^3-*, 10SB FCS/lOOu/ml^— v'U >-0. lag/ml X hWh7ff f /».fi 37^23 «ktf5*C0 2 
©ft#TT«*Ufc. «fi*«38««l»WiKtt-3T*65Baic', >X U >, 0. 5mM 

3-f V ^;P-1-^ fJ^t 1 u Mx*tf;* * l/>*San UfcJSifi (DMEM, 25mM^ 
n-*, 10X FCS, 100u/ml^-v-U>-0. lmg/mlX h^y hT< ->» tegtfeU 8MS©$MlsS 

fc. 

*fcK»©ttlft^«litt, DMSOfcJMfLTttJBl/fc. *tSSF©tt»fl5^«tt, ^M.TlctM 
Ufcfc, ±IB7jcj3»©»ffc^{C^^T^V5fe ! b©t[ilffi©DMS0?:iD^T^ Lfe, 
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(2) araoa^ate 

.ttHflS^TrMbfcftOiWIS*, KRfiH&m [NaCl 6.91g/l, KC1 0.37g/l, MgSO 4 -7H t 0 
O.SOg/l, CaCl z -2H 2 0 0. 19g/l, K 2 HP0 4 0 . 21g/l, HEPES 25mM, NaHCO, 2g/l, BSA (->yv) 0. 1%, 
K;Hf>BW*MJ£A 0. llg/1, 100u/ml^'>U>-0.1mg/mlXM^-7 P hV-r-»] T«fe#Lfc 
3.6l*mi v 37X:-Wfimbfc..*©*, »ttte<>X-U>*»toU S6C«IJS*30^M»!t 

**S8JnU 10^&}c*flfi*5tO|l§5t, U>ttMtt (Phosphate-Buffered Saline: PBS, P H7.4) 
OiWliS»^©160Ml*4mlO«#V>?l/-S/g>A^>^— ffl*^f"Mionic Fluor (A- 

Ttt, *H«»fcJt*S«bT, 1.9{g (P<0.001) T&ofc.- 
C©»*± D, *»W©TO/S£T**HMG- C o AJl7C»*E#3Wf4,'ajJlft*aiBfi^© 

©^«WS^©raDa^ti^t ;^^©a^;«^^^ GMK& WEy 
art*, IIKI^^O) ©»**fcttTO;*J:^ < >X u >ftffltt£ft*K:jBB a rstl 

(£J£0|J2) *&D&M&tlfcfMi (in vivo) 

(1) 7 P 7A*^^?>©V^^'\0?It|S4 
(i) tj^ 

. C57BL/ksj-db/db (Jttt, Siiffl) fcitfKKAy T^T. (Sfttt, 4 51$) *B**l,-7J; 

dmixu i'ianrai*fciwk;*-a:fc*, mmt \*r-v 5 et*tk .a (F2, 



WO 2004/096276 PCT/JP2004/006093 

(ii) BM 

ftttft. tSbfil», C57BL/ksj-db/db Ttfaofc'&tt, £g*BB&B, 4 Bi> 70g, £«fctf 4 14 
Blfc, KKAyV^^CD^te, $BfcH&B. 4 B B, 7Bg,.14B@, *s«t^ 28B@tffo 

(iii) 

75/X*** 1 >&*£F2i8&*K:0.03K£±tf 0.06V (wt/vt) fcfcfciSfclll*., i^— fcfc 
§ J; 5 Hfi t , «JW4r-S? C-Wl-tfJllfM* t fc. «^ J:lfHWT»*« B ft*£ 1 x y * L fc. 
(iv) i8J5t 

JtkLHtttt, tRjftLHKaSLfc. JMHI©aiSfc>4^3-^ CH-xXh^- («73-) £ 

(2) ^A^^^>jft^T9^*fflv^<>xu>A?m» 

"?9n?s99->& 2 51MiRffia4Ufc»,*J:^*ia:40»0 C57BL/ksj-db/db -7«>X(n=5) 
* 2 MfrOtta&ilttgUfcft, -f >XUXta-7'J>, 'J U-) ft lu/kg 

TttJttrta-^L., &4Htt1ttt. HttftSOgv 60 $h SO -120 #fcJMMIIU;DSto 

(3) ^5;t^^>a*T^ft^v>fcfiftlWMI . '"' 

y7/U^f>$ 2ai«iB«Wft#bfc»»**^#Jfl:-*0»fiDC57BLA8j-db/db v£X(n=5) 
*tt*HttffiB.J:Q 16BM8*SA*tffc. #ffl#©#MSffllJgLfcft, (0.5g/l) 
*2g/kgfcfc*J:3K:ttttrt»*U S4Rj«ltl, HttflSO^ 60 90 $h 120 

(4) ^/u^f o *&*mmmmm *m w;» o &&tmm 

: (i) 7?rtZ99->* 1 aMftfrLfc*. &£tf> *S#0#0 C57BL/ksj-db/db (n=5) 
£DffiMBffl^«J*fflUfc. IffllcMH 87TCO*#TT?a-3fc. AIM 
jttSttS*TJHB^<1»»rL, Img/al 3 9^— I (7—>> h » (DMEM, liM £ 

JV£>Mi- h U 25mM Hepes pH7. 4, 0. IX BSA, lOOu/ml ^-->'J >-0. lmg/ml X h h 
ftfll*., 37t\ 80|IIB/#Tr|g£-5Lfc. Sjfeft, 2. 5 ffif«ftO±l3«»*JnA, HO 

mmm* 250 ■ ® x * s^a ica t Taiwaija*** 100 m ■ ©x * s/a tea t/r 
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(ii) «3i0ji*fiBtS»ttetTfiD«k'5CfTofc. UiJK«^5 1 a.-^i^^t^ie$ns J: 5 
}v^<»bOO±fH«Hri^ 100m 1, igiifc 90tf 1, £«ktf, -f U >»« lOu 1 *#U X 
^l/^a-^fcin*., 30tT30#IWi8ttLfc. -tOS, 0.6/zCi O 3 H«tfc 2-x^+->y 
^3-^*JpA. SSfc30#[Bl£j&Lfc. MCttSil^, v-U3>:H\^£^£KO- 

^a-^t^Ln^n^L/to mmm^^±m(D^)im^±^y^miii\^ 4mi ®tt 

{*->>5 1 ^-5/3>*^>^-^^^t-J1/ Hionic Fluor (A-*>X^T-) &£tr#5X/t 

(5) jfi^ . 

±13 (1) t*V»T, M21!if^ ; &7 r ^-eS5C57BLAsj-db/dbT^^*it;KKAy V? 

(C57BL/ksj-db/db T^X : 633mg/dh 438mg/dl ; KKAy T^T. : 

521mg/dl, ftW 351mg/dl). 

±13 (2) fc*W*^>^U>ft«rtt«Ttt, <>X!J>#4«60«'fc;&V>T, 7? A*** 
f>«4»l4,*aWJ: D fc*»fcJfo«fcTlffc 411ig/dhi£W 324mg/dl). 

±13 (3) ■fc*W-*fUl«ftt»Ttt, <>*U>«4ft60£.fc;B^T, 

mz, .#&*m£Q%Gmz!!iLwm&i : tfit m&*m : siWdi,. 342mg/dn.. 

±fB (4) fc^tt5C.57BL/6JT^X*«tr;C57BLAsj-db/db^^70li^ligt^ViT, 7 
C57BL/6J V97.T«, S^SOtt D jiMSWO 1.4ft, C57BL/ks j -db/db ?^7T(t 
EU®|g*«i:D, *«W©#»^T**HMG-CoAa7E»*B#«l»4, ^I&ftpS^ 
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vmmi) mi 

7 ? A * * * > ± h U V A 1 0 SB , %M 71. 55 fflJ, f£®gygk Fn^n fcf;i/-t;i< 
O-T, (LH2K 'fllllWb*!*) 20 SB, ttJHs;i/D-3, (7 b'-fejl/ PH10K Jgftflfcr*). 20 flS. 
^fr'TKlTJl'S (/-f5/'J>FL2, *±fc*lj|) 6.5ffifc'\>"> 

(H#ttiii) Tffl^Lfcft. »&nfci8£ttfc io%fc K h\>l/-fe.u-o- 
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1 . i mztzte 2 to±cdhmg -co AMTmmmmmzGMftt LT^i-sffiMti 

2 . i m&t\t 2 a^±oHMG -co Ammmmmn*^%imtLT^-?%'( >* u 

3. HMG-coAS7n#^Pi^J^, t^ax^x p/t**3 t >, i/>nx^^>, 7 
;i/A7^>, irUAT^X 7h;i<A7 > :$^>, fc^A'T^X OX/U^f> 

s D3i«*n*aBWT*sfi»*oieHJis i sfcasg 2 juammmms. 

4. HMG-CoAMtc^SPI^J^ 7K^'l4©HMG-CoAM^^ia§39JTSSf»^0 
iffifflfg 1 2 ^©ESSfflJfc*. ■ 

5. HMG-CoAji7C«Pl^J^, 7yrt**^>&£ZfU7<rtZ?3->fr?>fcZ>m3:y 

6. HMG-CoA«7C»*m*3fHl*«, T^A^S^TfcSlteiOtoBfc 1 3B£fcfc8B2* 

7. 75nz9?>, D/U^f>, s s>n7>9*>* 7;i/A'7.^9 L >, t'J/U^r>, 7 

8. ^/U^X D/U^X -»A7^>, 7;i'A^^7 L >, -tUAX^^X 7 
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9 . i 2 a«±o*»ttoHMG - c o Amxmmwtm*imifc&£ ur^-wrs, 

1 0. l«Sfctt21ia±©*j^OHMG-CoA^**IB»»ft*jft^4:UT**-r 

1 1 . *jffltOHM'G-C o AMtc^PI^J^ y7/U^f>^J:!;ox;U^f^^ 

1 2. 7^-i4ohmg- c o AMTtmmm&m^ 7?/ix*?>t*si»*©«hmi9jji* 

1 3. lt^fctt2(^OHMO-CoAKWIf^O#«itlA»«l:»4T5i; 

1 4. iasfc»42aa±oHMG-coA^»#fi*ao#j»atajfli»«ifcaws< 

.15. HMG-CoAa^#JMMF»*«, -??rtW?>, □ /\***x>, -»A'7,^>, 
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16. HMG- C o AMTtWm&WMtf. 7K^'I4©HMG- C o Aji7C^Pl^jT?S§ff* 

17. HMG-C o AItcMW, y^/U^f^Wo^/U^f >^5^'5f i 

18. HMG-C oAii7D^!l#^, ^7A'^^^>T&oft5lc©$EHmi 331££«!i 
1 4^©^fe . 

19. ^AX*:PX D/U^?>, X ^WN'X^X -feUAX*^X, 
2 0. .7?/t*^?>, D/U^fX vXA'X^X, 7JWt7^f>, tU/U^fX 

©#s. 

2 1. ia£fctt2«EU©*»£0HMG-CpAj^^ 

2 2. 1 f Sfctt 2 ia±C*«#OHMG - C o ASTcMBtAOtiSi^flJiLlMCIft' 
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